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Dear Sir: 

Appellants hereby appeal from the final rejection of claims 3-25 mailed March 10, 2004. 
A Notice of Appeal was filed along with a Petition for an Extension of Time on August 10, 2004 
and was received in the Office on August 10, 2004. Filed herewith is a Petition and fee for a five 
month extension of time. Accordingly, this Brief is timely filed. Appellants respectfully request 
that the rejection be reversed. In accordance with 37 C.F.R. § 41 .37, this Brief is accompanied by 
the required fee. The fees required under § 41 .20(b)(2) are dealt with in the accompanying 
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I. REAL PARTY IN INTEREST 

The real parties in interest for this appeal are QLT, Inc. and Novartis AG. 

II. RELATED APPEALS, INTERFERENCES, AND JUDICIAL PROCEEDINGS 

Appellants are aware of no interferences, other appeals or judicial proceedings which 
will directly affect or be directly affected by or have a bearing on the Board's decision in this 
appeal. 

III. STATUS OF CLAIMS 

A. Total Number of Claims in Application 
There are 23 claims pending in application. 

B. Current Status of Claims 

1. Claims canceled: 1,2 

2. Claims withdrawn from consideration but not canceled: None 

3. Claims pending: 3-25 

4. Claims allowed: None 

5. Claims rejected: 3-25 

C. Claims On Appeal 

The claims on appeal are claims 3-25. 
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IV. STATUS OF AMENDMENTS 

Applicant filed a Response After Final Rejection on August 9, 2004. The Examiner 
responded to the Response After Final Rejection in an Advisory Action mailed September 13, 2004. 
In the Advisory Action, the Examiner indicated that Applicants' request for reconsideration was 
considered. The Response After Final Rejection did not include any proposed amendments to the 
claims. 

V. SUMMARY OF CLAIMED SUBJECT MATTER 

At the time of filing, the established prior art protocol for photodynamic therapy (PDT) 
to treat ocular neovascularization in human subjects provides for an initial treatment, and 
subsequent retreatments up to every 3 months if angiographic evaluation shows leakage from the 
neovasculature. This allows for a single re-treatment before the 6 month evaluation and treatment. 
For example, a patient might be treated at 0, 3 and 6 months. However, examination of data from 
large numbers of patients treated with a regimen based upon re-treatment every 3 months revealed 
that, although PDT treated patients suffer less visual acuity loss than those given placebo, there is 
still a significant loss in visual acuity during the 6 month period following the initial treatment. 
This decline in visual acuity persists at least until 24 months following the initial treatment. See 
specification, page 3, third full paragraph, paragraph bridging pages 3 and 4, and Figure 3. 

The present invention provides an improvement on the established protocol for PDT 
treatment of ocular neovascularization by providing more frequent PDT treatments during the first 
three and six months following an initial PDT treatment. The additional PDT treatments are 
provided after evaluations for neovascular leakage. The method of claim 3 provides at least two 
additional PDT treatments to the subject during a period of about three months following the initial 
PDT treatment. The method of claim 25 provides additional PDT treatments to the subject at 
intervals of about 60 days during a period of about six months following the initial PDT treatment. 
See specification, paragraph bridging pages 4 and 5 and page 6, second full paragraph, 
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VI. GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

The rejection of claims 3-25 to be reviewed on appeal is under 35 U.S.C. §103 as 
allegedly being unpatentable over Arch. Ophthalmol (1999) 117:1329-1345 (hereinafter "Arch, 
Ophthalmol"). 

VII. ARGUMENT 

It is believed that the appeal should be resolved in favor of Appellants and the rejection 
of claims 3-25 withdrawn for the following reasons: 

A prima facie case of obviousness requires the satisfaction of three requirements. First, 
as in this case only a single, non-anticipatory document is cited, the reference must suggest all of the 
claim limitations. Second, the reference must provide a suggestion or motivation to modify the 
teachings either in the reference itself or in the knowledge generally available to one of ordinary 
skill in the art. Third, the reference must provide a reasonable expectation of success. Manual of 
Patent Examination Procedure (hereinafter "MPEP") § 2143. 

More specifically, the obviousness analysis under 35 U.S.C. § 103(a) requires the 
consideration of the scope and content of the prior art, the level of skill in the relevant art, and the 
differences between the prior art and the claimed subject matter must be considered. Graham v. 
John Deere Co., 383 U.S. 1,17 (1966). Critical elements of the invention as a whole which clearly 
distinguish the entire invention from the prior art references cannot be ignored. Panduit Corp. v. 
Dennison Manufacturing Co., 1 U.S.P.Q.2d 1593, 1597 (Fed. Cir.), cert, denied, 481 U.S. 1052 
(1987). Any disclosure teaching away from the claimed invention also must be considered in the 
obviousness analysis. MPEP § 2142.01. The fact that a disclosure can be modified is insufficient to 
establish prima facie obviousness in the absence of a suggestion or motivation to make such a 
modification. Id. Simply stated, the suggestion or motivation to modify a reference must be found 
in the prior art. 

Appellants respectfully submit that a prima facie case for obviousness has not been 
established. The claimed methods relate to the use of more frequent PDT treatments during the first 
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three months following an initial PDT treatment. Therefore, a prima facie case of obviousness 
requires that the cited reference or the art suggest the use of more frequent PDT treatments during 
the first three months following an initial PDT treatment. Arch. Ophthalmol or the general 
knowledge of the art must provide a motivation to modify the teachings therein to result in the 
claimed methods and must provide a reasonable expectation of success in modifying the teachings 
therein. For the reasons discussed below, the cited reference fails to fulfill these requirements for 
prima facie obviousness. 

Appellants respectfully submit the cited reference does not suggest the claimed methods 
because the reference is completely silent on any desirability to modify the follow-up protocol as 
claimed. Arch. Ophthalmol, discloses PDT treatments at a frequency of about 3 months after the 
initial treatment. Figure 1, for example, lists that study participants are to receive follow up 
assessment and treatment, if necessary, at months 3, 6, 9 and 12 after the initial PDT treatment. 

The Examiner acknowledges that Arch. Ophthalmol differs from the claimed invention 
in the PDT treatment intervals used. However, the Examiner asserts that it "would have been 
obvious to a person skilled in the art to use different intervals in the photodynamic therapy" in view 
of Arch. Ophthalmol See Final Office Action, page 2. Appellants disagree with this assertion and 
respectfully point out that Arch. Ophthalmol is silent with regard to the parameter of more frequent 
PDT treatment within the first three months following an initial PDT treatment and thus, provides 
no suggestion or motivation to modify the teaching therein to increase frequency of PDT treatment. 

In fact, knowledge in the art at the time of filing provides no motivation to modify the 
teaching of Arch. Ophthalmol to increase frequency of PDT treatment. See specification, paragraph 
bridging pages 3 and 4. Results of a clinical study which included the parameter of more frequent 
PDT treatment within the first three months following an initial PDT treatment were published one 
month prior to Arch. Ophthalmol, by Schmidt-Erfurth et al., 1 of record. Schmidt-Erfurth et al. 
expressly pointed out that the more frequent PDT treatments within the first three months (though 



1 See Schmidt-Erfurth et al. {Arch. Ophthalmol 1 17:1 177-1 187 (1999)), submitted with the IDS filed December 27, 
2002. 
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different from preferred intervals herein) following an initial PDT treatment were not result 
effective. 

Schmidt-Erfurth et al. teach the administration of a PDT retreatment at intervals of from 
2 to 4 weeks after an initial treatment (see page 1 178, sections entitled "Retreatment Protocol" and 
"Photodynamic Therapy"). The retreatment protocols were termed regimens 2 and 4 as shown in 
Table 2 on page 1 179. On page 1 183, right column second full paragraph, Schmidt-Erfurth et al. 
state that: 

"In summary, there was no obvious difference in the effects induced by 
regimen 2 or regimen 4. Absence of leakage was frequent at an early 
stage, and reappeared continuously thereafter in both groups. Neither 
regimen achieved a higher rate of long-term complete absence of leakage 
in classic CNVthan that of a single treatment" (emphasis added). 

The Examiner states that the "determination of different intervals is considered to be 
within the skill of artisan in the absence of evidence to the contrary." See Final Office Action, page 
2. In the description of "Obviousness of Ranges," MPEP §2144.05 ILB. sets forth the standard that 
"Only Result-Effective Variables Can Be Optimized." That subsection states as follows: 

"A particular parameter must first be recognized as a result-effective 
variable, i.e., a variable which achieves a recognized result, before the 
determination of the optimum or workable ranges of said variable might 
be characterized as routine experimentation." 

Notably, retreatment within the three months following an initial PDT treatment was 
observed by Schmidt-Erfurth et al. to not be result effective. Accordingly, optimization of the 
interval for retreatments during the three and six months following an initial PDT treatment is not 
prima facie obvious. 
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In contrast to the art, the present invention provides PDT retreatment methods which are 
effective in decreasing vision loss in subjects treated for choroidal neovasculature. As stated in the 
specification, the claimed invention "results in the visual acuity of patients being preserved to a 
greater extent than in comparison to using the established protocol in which patients are only 
evaluated and treated every three months." See specification, page 4, first full paragraph. Example 
1 indicates that patients receiving the early frequent PDT retreatment regimen (Group 2) "have lost 
less visual acuity than Group 1 [standard regimen] patients." See specification, page 34, first full 
paragraph. 

Thus, neither Arch. Ophthalmol nor knowledge in the art provides any suggestion or 
motivation to modify the teaching of Arch. Ophthalmol to arrive at the claimed invention. 

Finally, Arch. Ophthalmol does not provide a reasonable expectation of success of the 
claimed invention. Since Arch. Ophthalmol is silent with regard to the claimed treatment intervals 
and knowledge in the art at the time of filing teaches that the more frequent PDT treatments within 
the first three months following an initial PDT treatment were not result effective, it is impossible 
for the cited reference to convey a reasonable expectation of success. 

Accordingly, Appellants respectfully submit that a prima facie case of obviousness has 
not been established. 

The Examiner states that "Applicant has presented no evidence to establish the 
unexpected or unobvious nature of the claimed invention, and as such, claims 3-25 are properly 
rejected under 35 U.S.C. 103." See Final Office Action, page 2. Also, in the Advisory Action, the 
rejection was maintained the because "there is no evidence of record to demonstrate the advantages 
of the claimed intervals over the prior art in photodynamic therapy." However, since a prima facie 
case of obviousness has not been established, Appellants are not required to provide evidence of an 
unexpected or unobvious nature of the invention. In re Bell 26 U.S.P.Q.2d 1529 (Fed. Cir. 1993). 

However, in view of Schmidt-Erfurth et al., the results of the claimed invention are 

surprising. 
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For the reasons stated above, the rejection under 35 U.S.C. §103 may be properly 

withdrawn. 



VIII. CLAIMS APPENDIX 

A copy of the claims involved in the present appeal is attached hereto as Appendix A. 



Dated: March 10, 2005 Respectfully submitted, 



Bv fr....VC?«JUj 

Karen R. Zachow^Eh.D. 

Registration No.: 46,332 
MORRISON & FOERSTER LLP 
381 1 Valley Centre Drive 
Suite 500 

San Diego, California 92130-2332 
(858) 720-5191 
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APPENDIX A 

Claims Involved in the Appeal of Application Serial No. 10/072,215 

Claims 1-2 (Canceled) 

Claim 3 (Previously Presented): A method of improving photodynamic therapy (PDT) 
mediated treatment of choroidal neovasculature in a subject comprising providing, during a period 
of about three months following an initial PDT treatment, at least two additional PDT treatments to 
said subject after evaluations for neovascular leakage. 

Claim 4 (Original): The method of claim 3 wherein said at least two additional PDT 
treatments are provided at about 45 days and about 90 days following said initial PDT treatment. 

Claim 5 (Previously Presented): The method of claim 3 wherein a total of three 
additional PDT treatments are provided at about 30 days, at about 60 days and at about 90 days 
following said initial PDT treatment. 

Claim 6 (Previously Presented): The method of claim 3 wherein a total of three 
additional PDT treatments are provided at about 15 days, at about 30 days, at about 45 days, at 
about 60 days, at about 75 days and at about 90 days-following said initial PDT treatment. 

Claim 7 (Previously Presented): The method of claim 3 or 25, wherein the CNV is in a 
subject afflicted or diagnosed with age-related macular degeneration (AMD). 

Claim 8 (Original): The method of claim 7, wherein the AMD is the "wet" form. 

Claim 9 (Previously Presented): The method of claim 3 or 25, wherein said additional 
PDT treatments comprise the administration of a photosensitizer (PS). 
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Claim 10 (Previously Presented): The method of claim 9, wherein the PS is administered 
at a concentration ranging between about 2 to 8 mg PS per square meter of body surface area of said 
subject. 

Claim 1 1 (Previously Presented): The method of claim 10, wherein the PS is administered 
at a concentration of 6 mg PS per square meter of body surface are of said subject. 

Claim 12 (Original): The method of claim 9, wherein the PS is a green porphyrin. 

Claim 13 (Original): The method of claim 12, wherein the green porphyrin is selected 
from BPD-DA, BPD-DB, BPD-MA, BPD-MB, EA6, and B3. 

Claim 14 (Original): The method of claim 13, wherein the green porphyrin is BPD-MA. 

Claim 15 (Original): The method of claim 12, wherein the PS is coupled to a specific 
binding ligand. 

Claim 16 (Original): The method of claim 9, wherein the PS is formulated with a carrier. 

Claim 17 (Original): The method of claim 16, wherein the formulation is selected from 
the group consisting of a liposome, emulsion, or aqueous solution. 

Claim 18 (Previously Presented): The method of claim 3 or 25, wherein said additional 
PDT treatments comprise irradiation with electromagnetic radiation containing wavelengths in the 
visible light spectra. 

Claim 19 (Original): The method of claim 18, wherein the irradiation provides between 
12.5 J/cm 2 andl00 J/cm 2 . 
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Claim 20 (Original): The method of claim 18, wherein said irradiating occurs between 5 
to 30 minutes after administration of a photosensitizes 

Claim 21 (Previously Presented): The method of claim 3, further comprising providing, 
during a period of about six months following the initial PDT treatment, another additional PDT 
treatment to said subject after evaluation for neo vascular leakage, wherein a total three additional 
PDT treatments are provided following said initial PDT treatment. 

Claim 22 (Previously Presented): The method of claim 21, wherein the total of three 
additional treatments are provided at about 45 days, at about 90 days, and at about 135 days 
following said initial PDT treatment. 

Claim 23 (Previously Presented): The method of claim 3, further comprising providing, 
during a period of about six months following the initial PDT treatment, another two additional 
PDT treatments to said subject after evaluations for neo vascular leakage, wherein a total five 
additional PDT treatments are provided following said initial PDT treatment. 

Claim 24 (Previously Presented): The method of claim 23, wherein the total of five 
additional treatments are provided at about 30 days, at about 60 days, at about 90 days, at about 120 
days, and at about 150 days following said initial PDT treatment. 

Claim 25 (Previously Presented): A method of improving photodynamic therapy (PDT) 
mediated treatment of choroidal neovasculature in a subject comprising providing, during a period 
of about six months following an initial PDT treatment, additional PDT treatments to said subject 
after evaluations for neo vascular leakage at intervals of about 60 days. 
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